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PRIORITY APPLN. INFO. : EP 2000-204716 A 20001227 

OTHER SOURCE (S): MARPAT 137:63253 

GI 




I 



AB The title compds . [I; s ='0-5; t = 0-3; Y1Y2 = C:N, C:CR9, CHNR9,CHCHR9 

(wherein R9 = H, halo, CN, etc,); Rl = ZHet (Z - a bond, O, S, etc.; Het = 
(un) substituted monocyclic or bicyclic heterocyclic ring contg. one or 
more heteroatoms selected from O, S and N) ; R2 = N3, OH, halo, etc.; R3 = 
H, halo, CN, etc.; R4 = (un) substituted imidazolyl, triazolyl, pyridyl; R5 
= CN, OH, halo, etc.; R6 = H, alkyl, cyanoalkyl, etc.; R7 = O, S; or R6 
and R7 together from N:NN, CONHN, etc.] having farnesyl transferase 
inhibiting activity and useful in inhibiting tumor growth (no biol . data), 
were prepd. and formulated. E.g., a multi-step synthesis of quinolinone I 
[s = 1; t = 0; Y1Y2 = C:CH; Rl = lH-imidazol-l-yl ; R2 = 4-C1; R3 = H; R4 = 
lH-imidazol-l-yl; R6 = H; R7 = O] was given. 

IT 439868-20-9P 

RL: PAC (Pharmacological activity); RCT (Reactant); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study ) ; PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(prepn. of farnesyl transferase inhibiting 4-heterocyclylquinolines and 
4-heterocyclylquinazolines ) 

RN 439868-20-9 CA 

CN 2 ( 1H) -Quinolinone, 6- [ ( 4-chlorophenyl ) hydroxy ( l-methyl-lH-imidazol-5- 
yl) methyl] -l-methyl-4- ( 4-phenyl-2-thiazolyl ) - (9CI) (CA INDEX NAME) 
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CI 




Ph 



IT 439868-17-4P 439868-18-5P 439868-19-6P 
439868-21-0P 439868-22-1P 439868-23-2P 
439868-24-3P 439868-25-4P 439868-26-5P 
439868-27-6P 439868-28-7P 439868-34-5P 
439868-35-6P 439868-36-7P 439868-37-8P 
439868-38-9P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 



(prepn. of farnesyl transferase inhibiting 4-heterocyclylquinolines and 
4-heterocyclylquinazolines ) 



RN 439868-17-4 CA 

CN 2 (1H) -Quinolinone, 6- [ ( 4-chlorophenyl ) -lH-imidazol-l-ylmethyl] -4- (1H- 
imidazol-l-yl)- (9CI) (CA INDEX NAME) 



RN 439868-18-5 CA 

CN 2 ( 1H) -Quinolinone, 6- [ (4-chlorophenyl ) hydroxy ( l-methyl-lH-imidazol-5- 
yl)methyl] -l-methyl-4- (2-thienyl) - (9CI) (CA INDEX NAME) 



CI 
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CI 




RN 439868-19-6 CA 

CN 2 ( 1H) -Quinolinone, 6- [ ( 4-chlorophenyl) hydroxy ( l-methyl-lH-imidazol-5- 
yl) methyl] -4- ( 3-pyridinyl ) - (9CI) (CA INDEX NAME) 



CI 




RN 439868-21-0 CA 

CN 2 ( 1H) -Quinolinone, 6- [ (4-chlorophenyl ) hydroxy ( l-methyl-lH-imidazol-5- 
yl) methyl] -l-methyl-4- (4-methyl-2-thiazolyl) - (9CI) (CA INDEX NAME) 



CI 




RN 439868-22-1 CA 

CN 2 ( 1H) -Quinolinone, 6- [ ('4-chlorophenyl) hydroxy ( l-methyl-lH-imidazol-5- 
yl)methyl] -l-methyl-4- (4-methyl-2-thiazolyl) -, ethanedioate (1:1) (sa 
(9CI) (CA INDEX NAME) 

CM 1 
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CRN 439868-21-0 

CMF C25 H21 CI N4 02 S 



CI 




CM 2 

CRN 144-62-7 
CMF C2 H2 04 



0 O 

II II 

HO- C- C- OH 

RN 439868-23-2 CA 

CN 2 (1H) -Quinolinone, 6- [ (4-chlorophenyl) ( l-methyl-lH-imidazol-5-yl ) methyl] 
methyl-4- (4-phenyl-2-thiazolyl) - (9CI) (CA INDEX NAME) 



CI 




RN 439868-24-3 CA 

CN 2 ( 1H) -Quinolinone, 6- [amino { 4-chlorophenyl ) ( l-methyl-lH-imidazol-5- 
yl) methyl] -l-methyl-4- ( 4-phenyl-2-thiazolyl ) - (9CI) (CA INDEX NAME) 
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RN 439868-25-4 CA 

CN Acetamide, N- [ (4-chlorophenyl) [ 1, 2-dihydro-l-methyl-2-oxo-4- ( 4-phenyl-2- 
thiazolyl) -6-quinolinyl] ( l-methyl-lH-imidazol-5-yl ) methyl] - (9CI) (CA • 
INDEX NAME) 



CI 




Ph 



RN 439868-26-5 CA 

CN 2 (1H) -Quinolinone, 6- [ (4-chlorophenyl) ( 2-phenyl-lH-imidazol-l-yl ) methyl] -1 
methyl-4- (4-phenyl-2-thiazolyl) - (9CI) (CA INDEX NAME) 



CI 




Ph 



RN 439868-27-6 CA 

CN 2 (1H) -Quinolinone, 6- [ (4-chlorophenyl) { 2 -phenyl- lH-imi da zol- 1-yl ) methyl ] -1 
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methyl-4- (-4-phenyl-2-thiazolyl) -, monohydrochloride (9CI) (CA INDEX NAME) 



CI 




• HC1 



RN 439868-28-7 CA 

CN 2 (1H) -Quinolinone, 6- [ ( 4 -chlorophenyl ) ( 2-phenyl-lH-imidazol-4-yl ) methyl] -1- 
methyl-4- (4-phenyl-2-thiazolyl) - (9CI) (CA INDEX NAME) 



CI 




RN 439868-34-5 CA 

CN 2 (1H) -Quinolinone, 6- [ ( 4-chlorophenyl ) hydroxy ( l-methyl-lH-imidazol-5- 

yl) methyl] -4- (4, 5-dihydro-4, 4-dimethyl-2-oxazolyl ) -1-methyl- .(9CI) (CA 
INDEX NAME) 
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RN 439868-35-6 CA 

CN 2 (1H) -Quinolinone, 4- (2-benzoxazolyl ) -6- [ ( 4-chlorophehyl ) -lH-imidazol-1 
ylmethyl] -1-methyl- (9CI) (CA INDEX NAME) 



CI 




RN 439868-36-7 CA 

CN 2 (1H) -Quinolinone, 6- [ ( 4-chlorophenyl ) -lH-imidazol-l-ylmethyl ] -1-methyl 
(5-methyl-l, 3, 4-oxadiazol-2-yl ) - (9CI) (CA INDEX NAME) 



CI 




O N 



Me 

RN 439868-37-8 CA 

CN 2 ( 1H) -Quinolinone, 6- [ (4-chlorophenyl ) -IH-imidazol-l-ylmethyl] -1-methyl 
(4-phenyl-2-thiazolyl) - (9CI) (CA INDEX NAME) 
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RN 439868-38-9 .CA 

CN 2 (1H) -Quinolinone, 6- [ { 4-chlorophenyl ) -lH-imidazol-l-ylmethyl ] - 1 -methyl- 4- 
(4-methyl-2-thiazolyl)- (9CI) (CA INDEX NAME) 



CI 




439868-55-0P 439868-75-4P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(prepn. of farnesyl transferase inhibiting 4-heterocyclylquinolines and 

4-heterocyclylquinazolines ) 
439868-55-0 CA 

6-Quinolinemethanol, . alpha . - (4-chlorophenyl ) -2-methoxy- . alpha . - ( 1-methyl- 
lH-imidazol-5-yl)-4-(3-pyridinyl)- (9CI) (CA INDEX NAME) 



CI 
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RN 439868-75-4 CA 

CN 2 ( 1H) -Quinolinone, 6- [chloro ( 4-chlorophenyl ) ( l-methyl-lH-imidazol-5- 
yl) methyl] -l-methyl-4- ( 4 -phenyl-2-thiazolyl ) - (9CI) (CA INDEX NAME) 
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(Imidazol-5-yl)methyl-2-quinolinone derivatives as 

inhibitors of smooth muscle cell proliferation 

End, David William; Zelesko, Michael J. 

Janssen Pharmaceutica N.V., Belg. . 

PCT Int. Appl. , 57 pp. 
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US 2002091138 
PRIORITY APPLN. INFO . 



OTHER SOURCE (S) 
GI 



Al 20020711 US 2001-996147 20011128 

US 1997-47376P P 19970602 
WO 1998-EP3182 W 19980525 
US 1999-445009 A3 19991130 
MARPAT 130:52420 




AB Title compds . I and their 3,4-dihydro derivs . [X = O, S; R = H, halogen, 
CN, alkyl, alkoxycarbonyl, (un) substituted Ph; Rl, R2 = (un) substituted 
Ph; R3 = (un) substituted 4-imidazolyl ; R4 = H, (un) substituted alkyl, CN, 
(un) substituted C02H, imidazolyl, (un) substituted OH, SH, NH2; R5 = H, 
alkyl, alkoxy, halogen; R6 = H, alkyl; R7 = H, alkyl, aryl, aralkyl, 
quinolinylalkyl] were prepd. for use in inhibiting smooth muscle cell 
proliferation, e.g., in atherosclerosis or restenosis. Thus, the title 
compd. II was prepd. from 1- (N, N-dimethylsulf amoyl ) imidazole and the 
chlorobenzoylquinolinone in 5 steps. II had IC50 for inhibition of cell 
proliferation: A10 14, PASCM 24, CASCM 16 nM. 

IT 192187-43-2P 192187-44-3P 192187-45-4P 
192187-46-5P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(prepn. of (imidazol-5-yl ) methyl-2-quinolinone derivs. as inhibitors of 
smooth muscle cell proliferation) 
RN 192187-43-2 CA 

CN 2 ( 1H) -Quinolinone, 6- [amino ( 4-chlorophenyl ) ( l-methyl-lH-imidazol-5- 
yl) methyl] -4- (1, 3-benzodioxol-5-yl) -1-methyl- (9CI) (CA INDEX NAME) 



CI 




RN 192187-44-3 CA 

CN 2 (1H) -Quinolinone, 6- [ (4-chlorophenyl) hydroxy ( l-methyl-lH-imidazol-5- 

yl) methyl] -4- (2, 3-dihydro-l, 4 -benzodioxin-6-yl ) -1-methyl- (9CI) (CA INDEX 
NAME) 
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RN 192187-45-4 CA 

CN 2 (1H) -Quinolinone, 6- [amino (4-chlorophenyl) ( 1-methyl- lH-imidazol- 5- 

yl) methyl] -4- (2, 3-dihydro-l, 4-benzodioxin-6-yl ) -1-methyl- (9CI) (CA INDEX 
NAME) 



CI 




Me 



RN 192187-46-5 CA 

CN 2 ( 1H) -Quinolinone, 4- ( 6-benzof uranyl ) -6- [ (4-chlorophenyl ) hydroxy ( 1-methyl- 
lH-imidazol-5-yl)methyl] -1-methyl- (9CI) (CA INDEX NAME) 



CI 




REFERENCE COUNT: 
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R3 r16 




CI II 



AB The title compds . [I; the dotted line represents an optional bond; X = O, 
S; Rl = H, (un) substituted alkyl, (un) substituted aryl, heterocyclylalkyl, 
etc.; R2, R3, R16 = H, hydroxy, halogen, cyano, alkyl, alkyloxy, 
hydroxyalkyloxy, etc.; R4 , R5 = H, halogen, (un) substituted aryl, 
(un) substituted alkyl, NH2 , etc.; R6, R7 = H, halogen, cyano, alkyl, 
4 , 4-dimethyloxazolyl, etc.; R8 = H, alkyl, cyano, hydroxycarbonyl , 
alkyloxycarbonyl, etc.; R17 = H, halogen, cyano, alkyl, alkyloxycarbonyl , 
' (un) substituted aryl; R18 = H, alkyl, alkyloxy, halogen; R19 = H, alkyl; 
etc.], which have farnesyl transf erase-inhibiting activity, useful for the 
treatment of cancers, are prepd. and I-contg. formulations presented. 
Thus, imidazole deriv. II (m.p. >250 . degree . ) was prepd. and demonstrated 
a IC50 against human farnesyl protein transferase of 6.0 nM. 

IT 192187-42-1P 192187-43-2P 192187-44-3P 
192187-45-4P 192187-46-5P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of farnesyl protein transf erase-inhibiting ' ( imidazol-5- 
yl)methyl-2-quinolinone anticancer agents) 
RN 192187-42-1 CA 

CN 2 ( 1H) -Quinolinone, 4- ( 1, 3-benzodioxol-5-yl ) -6- [ ( 4-chlorophenyl) hydroxy ( 1- 
methyl-lH-imidazol-5-yl)methyl] -1-methyl- (9CI) (CA INDEX NAME) 
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CI 




RN 192187-43-2 CA 

CN 2 ( 1H) -Quinolinone, 6- [amino ( 4-chlorophenyl ) ( 1-methyl- lH-imidazol- 5- 
yl) methyl] -4- (1, 3-benzodioxol-5-yl ) -1-methyl- (9CI) (CA INDEX NAME) 



CI 




RN 192187-44-3 CA 

CN 2 ( 1H) -Quinolinone, 6- [ (4-chlorophenyl ) hydroxy ( 1-methyl- lH-imidazol- 5- 

yl)methyl] -4- (2, 3-dihydro-l, 4-benzodioxin-6-yl) -1-methyl- (9CI) (CA INDEX 
NAME) 



CI 




Me 



RN 192187-45-4 CA 

CN 2 ( 1H) -Quinolinone, 6- [amino (4-chlorophenyl ) ( 1-methyl- lH-imidazol-5- 

yl) methyl] -4- (2, 3-dihydro-l, 4-benzodioxin-6-yl ) -1-methyl- (9CI) {CA INDEX 
NAME) 
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RN 192187-46-5 CA 

CN 2 ( 1H) -Quinolinone, 4- ( 6-benzof uranyl ) -6- [ ( 4 -chlorophenyl ) hydroxy ( 1 -methyl - 
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AB The invention concerns compds . I and their stereoisomers and 

pharmaceutically acceptable acid or base addn. salts [wherein dotted line 
= optional pi bond; X = 0,.S; Rl-Rll = H, variety of substituents; 
adjacent R2R3 may form a bivalent radical] . I are inhibitors of farnesyl 
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protein transferase (FPT) , and are thus useful as inhibitors of tumors, 
other malignant and benign proliferative diseases, and angiogenesis . For 
instance, 3, 4-dihydro-4-phenyl-2 ( 1H) -quinolinone was acylated by 
4-C1C6H4C02H and polyphosphoric acid. The resulting ketone was reduced to 
an ale. with NaBH4, and the ale. was treated with NaH and 
1, 1 1 -carbonylbis-lH-imidazole to give title compd. II. Selected I had 
IC50 values of 0.0034-3.2 .mu.M for inhibition of FPT in vitro. In a 
ras-transf ormed cell phenotype reversion assay, selected I had IC50 values 
as low as 53 nM. 
IT 190898-46-5P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of quinolone derivs. as farnesyl transferase inhibitors) 
RN 190898-46-5 CA 

CN 2 (1H) -Quinolinone, 4- (1, 3-benzodioxol-5-yl ) -6- [ ( 4-chlorophenyl ) -1H- 

imidazol-l-ylmethyl] -1-methyl-, ethanedioate (1:1) (9CI) (CA INDEX -NAME) 

CM 1 

CRN 190898-45-4 

CMF C27 H20 CI N3 03 



CI 




CM 



2 



CRN 
CMF 



144-62-7 
C2 H2 04 



II 



HO- C~ C- OH 



=> file marpat 



=> s 11 full 
L5 



33 SEA SSS FUL LI 



=> d ibib abs fqhit 1-33 
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R 5 /R 4^^ 
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R7,R6 N ; 




R— S— T— Y— N 

. }; 

r3,r2, r1 



X 
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N— Z— R8 




m 



W 




II 



AB Disclosed is a method of treating and or preventing infections of 

Trypanosoma brucei, a parasite from tsetse fly causing sleeping sickness, 
by administering to a patient, in need of such treatment, an effective 
amt . of a farnesyl protein transferase inhibitor alone or in combination 
with an addnl . anti- Trypanosoma brucei agent and/or an anti-Trypanosoma 
brucei resistance reversing agent. The farnesyl protein transferase 
inhibitors are represented by general formulas, e.g. (I) [wherein R1-R3 = 
H, alkoxycarbonyl, each (un) substituted alkyl, alkenyl, alkynyl, aryl, 
heterocyclyl, or CONH2, cycloalkyl, cyano; or any of two R1-R3 form a 
cycloalkyl group; R4 , R5 = H, halo, N02", cyano, etc.; R6-R8 = H, lower 
alkyl, substituted alkyl, (un) substituted aryl; R, S,T = CH2, CO, 
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CH(CH2)pQ; wherein Q = (un) substituted NH2 or OH, cyano; p = 0,1,2; V, W, 
X = 0, H; Y, Z ~ each mono- (un) substituted CH2, NH, S02NH, CONH2; m, n = 
0,1; A, B,C, D = C, 0, S, N; provisos are given]. 21 Specific farnesyl 
protein transferase inhibitors, e.g. N- ( 6, ll-dihydro-5H- 
benzo[5, 6] cyclohepta [1, 2-b] pyridin-ll-yl ) piperazine deriv. (II) , are 
claimed. The compds . of the invention had an IC50 range of between 0.0019 
.mu.M to 15 .mu.M in Trypanosoma brucei FPTase SPA assay, and an ED50 
range of between 0.2 .mu.M to <10 .mu.M in T. brucei cell-based assay. 

MSTR 2 




G7 



G5 = 0CH20 

G8 - 64 



G40 




G13 = 0CH20 

G29 = 0 

MPL: claim 3 

NTE: or pharmaceutically acceptable salts or solvates 

NTE: substitution is restricted 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Phosphorus-substituted quinolines [e.g, I; wherein X = O, S, amino; Rl = 

H, O, aliph., heteroaliph. , aryl, heteroaryl; R2 = aliph., heteroaliph . , 
aryl, heteroaryl; R3, R4 , R6, R7, independently = H, aliph., heteroaliph., 
aryl, heteroaryl, halo, cyano, alkylcarbonyl, etc.; R5 = aryl, heteroaryl; 
R8 = H, aliph., heteroaliph.; AK = (CR9CR10) (wherein R9, R10, 
independently = H, aliph.); p = 0, 1, 2, 3; q = 0, 1, 2, 3, 4, 5; r = 0, 

I, 2; at least one of R2 or R5 is a phosphorus-contg . moiety] were prepd. 
Compd. (II) is exemplary. The prepd. compds . are useful as, inter alia, 
anticancer agents, antiproliferative agents, and agents for the treatment 
of osteoporosis (no data) . 
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AB The invention discloses the use of farnesyl protein transferase inhibitors 
for the manuf. of a medicament for the treatment of cachexia. 
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AB Disclosed is a method of treating Malaria comprising administering to a 
patient in need of such treatment an effective amt . of at least one 
farnesyl protein transferase (FPT) inhibitor alone or in combination with 
an addnl. antimalarial agent and/or agent for reversing antimalarial 
resistance. Also disclosed are pharmaceutical compns . comprising at least 
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one FPT inhibitor, in combination with at least one addnl . antimalaria 
agent and/or at least one addnl. agent for reversing antimalarial 
resistance, and a pharmaceutically acceptable carrier. Synthetic methods 
to prep. 15 of 26 claimed FPT inhibitors are provided. The claimed FPT 
inhibitors possessed ED50 values (.mu.M) of 0.05-5 in in vitro Plasmodium 
falciparum growth inhibition assays. Specifically, I demonstrated an ED50 
range of 0.05-0.2 in the assay. 
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AB This invention relates to pharmaceutical compns. for the treatment of 
abnormal cell growth, such as cancer or benign hyperprolif erative 
disorder, in a mammal, which comprises a therapeutically effective amt . of 
farnesyl transferase (Ftase) inhibitor in combination with an 
hydroxymethylglutaryl CoA (HMG CoA) reductase inhibitor and a 
pharmaceutically acceptable carrier. 
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MPL: claim 1 

NTE: and pharmaceutically acceptable salts, prodrugs and solvates 
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PRIORITY APPLN. INFO.: US 2001-268839P 20010215 

AB The present invention is concerned with combinations of a farnesyl 

transferase inhibitor and an antiestrogen agent for inhibiting the growth 
of tumor cells, useful in the treatment of cancer. An antiestrogen agent 
is, e.g., tamoxifen, raloxifene, toremifene, or an aromatase inhibitor. 
For example, the combination of 100 mg/kg of farnesyl protein transferase 
inhibitor R115777 and 1 mg/kg of tamoxifen unexpectedly increased 
cytotoxic tumor regression in mice bearing MCF-7 human breast tumor 
xenografts, in comparison to the cytotoxic effect of the individual 
components of the combination . 
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AB The title compds . [I; s = 0-5; t = 0-3; Y1Y2 = C:N, C:CR9, CHNR9,CHCHR9 

(wherein R9 = H, halo, CN, etc,); Rl = ZHet (Z = a bond, O, S, etc.; Het = 
(un) substituted monocyclic or bicyclic heterocyclic ring contg. one or 
more heteroatoms selected from 0, S and N) ; R2 = N3, OH, halo, etc.; R3 = 
H, halo, CN, etc.; R4 = (un) substituted imidazolyl, triazolyl, pyridyl; R5 
= CN, OH, halo, etc.; R6 = H, alkyl, cyanoalkyl, etc.; R7 = 0,.S; or R6 
and R7 together from N:NN, CONHN, etc.] having farnesyl transferase 
inhibiting activity and useful in inhibiting tumor growth (no biol . data), 
were prepd. and formulated. E.g., a multi-step synthesis of quinolinone I 
[s = 1; t = 0; Y1Y2 = C:CH; Rl = lH-imidazol-l-yl ; R2 = 4-C1; R3 = H; R4 = 
lH-imidazol-l-yl; R6 = H; R7 = 0] was given. 
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GB, GR, IE, IT, LU, MC, NL, PT, SE, TR, . BF, 
GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG 
611 AU 2002-18311 20011120 
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RO, MK, CY, AL, TR 

US 2000-253346P 20001128 
WO 2001-EP13540 20011120 
use of certain farnesyl protein transferase 
a medicament for the treatment of 
Compds. of the invention include e.g. 
) (l-methyl-lH-imidazol-5-yl) methyl] -4- (3- 
quinolinone . 
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AB Title compds. I [wherein m = independently 0-5; q = 0-3; Y1Y2 = C:CR9 or 
CHCHR9; C9 = H, halo, CN, (cyclo) alkyl, hydroxyalkyl , alkoxy (alkyl ) , 
aminoalkyl, (amino) alkenyl, (amino) alkynyl, halocarbonyl, hydroxycarbonyl, 
alkoxycarbonyl, aryl, (un) substituted amino or carbamoyl, etc.; Rl = 
azido, OH, halo, CN, N02, trihalomethyl , alkoxy, aryloxy, heterocyclyloxy, 
alkylthio, or (un) substituted (cyclo) alkyl, alkenyl, alkynyl, carbamoyl, 
amino, sulfamoyl, etc.; or 2 adjacent Rl = OCH20, OCH2CH20, OCH:CH, 
OCH2CH2, OCH2CH2CH2 , CH:CHCH:CH; R2 = (un) substituted mono- or bicyclic 
heterocyclic ring; R3 = H, halo, CN, alkenyl, alkynyl, hydroxycarbonyl, 
alkoxycarbonyl, aryl, heterocyclyl, alkoxy, alkylthio, (uri) substituted 
(cyclo) alkyl or amino, etc.; R4 = (un) substituted imidazolyl, triazolyl, 
or pyridyl; R5 = CN, OH, halo, alkenyl, alkynyl, hydroxycarbonyl, 
alkoxycarbonyl, or (un) substituted ( cyclo) alkyl , alkoxy, amino, or 
carbamoyl, etc.; R6 = halo or (un) substituted (cyclo) alkyl, alkenyl, 
alkynyl, alkylthio, carboxy, carbamoyl, acyl (amino), etc.; R7 = O or S; or 
R6R7 = (un) substituted CH:CHN: , CH : NN : , CONHN : , N ; NN : , N : CHN : , CH:CHCH:, 
CH:NCH:, CONHCH:, N : NCH : , or CH2 (CH2 ) 0-1CH2N : ; or pharmaceutical^ 
acceptable salts, N-oxides, or stereochem. isomeric forms thereof] were 
prepd. For example, cyclization of N- [ 4-bromo-2- (3- 

chlorobenzoyl) phenyl] acetamide (3-step prepn. given) using t-BuOH.bul.K in 
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DME afforded 6-bromo-4- ( 3-chlorophenyl ) -2 ( 1H) -quinoline (80.76%), which 
was then methoxylated (86%). Addn. of bis ( l-methyl-lH-imidazol-5- 
yl)methanone in the presence of BuLi in THF to give the 

. alpha . , . alpha . -bis ( l-methyl-lH-imidazol-5-yl) -6-quinolinemethanol (5% ) , 
followed by reflux in HC1 and THF overnight, producedl8 II.bul.2HCl 
(quant.). I have potent farnesyl transferase inhibitory effect and are 
useful for inhibiting proliferative diseases and growth of tumors 
expressing an activated ras oncogene (no data) . 
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etc.; Rl = azido, OH, halo, CN, N02, trihalomethyl , alkoxy, aryloxy, 



Page 34 



09/844, 646 



heterocyclyloxy, alkylthio, or (un) substituted (cyclo) alkyl, alkenyl, 
alkynyl, carbamoyl, amino, sulfamoyl, etc.; or 2 adjacent Rl - OCH20, 
OCH2CH20, OCH:CH, OCH2CH2, OCH2CH2CH2, CH:CHCH:CH; R2 = (un) substituted 
mono- or bicyclic heterocyclic ring; R3 = H, halo, CN, alkenyl, alkynyl, 
hydroxycarbonyl, alkoxycarbonyl, aryl, heterocyclyl , alkoxy, alkylthio, 
(un) substituted (cyclo)alkyl or amino, etc.; R4 = (un) substituted 
imidazolyl, triazolyl, or pyridyl; R5 = CN, OH, halo, alkenyl, alkynyl, 
hydroxycarbonyl, alkoxycarbonyl, or (un) substituted ( cyclo) alkyl, alkoxy, 
amino, or carbamoyl, etc.; R6 = halo or (un) substituted ( cyclo) alkyl, 
alkenyl, alkynyl, alkylthio, carboxy, carbamoyl, acyl (amino), etc.; R7 = 0 
or S; or R6R7 = (un) substituted CH:CHN:, CH : NN : , CONHN : , N ; NN : , N : CHN: , 
CH:CHCH:, CH:NCH:, CONHCH:, N : NCH : , or CH2 (CH2 ) 0-1CH2N : ; or 
pharmaceutically acceptable salts, N-oxides, or stereochem. isomeric forms 
thereof] were prepd. For example, 2, 2, 2-trichloro-N- [2- ( 3-chlorobenzoyl) - 
4- [ (5-chloro-2-thienyl) carbonyl] phenyl] acetamide (5-step prepn. given) was 
cyclized with ammonium acetate in DMSO to give 4- ( 3-chlorophenyl ) -6- [ ( 5- 
chloro-2-thienyl) carbonyl] -2 (1H) -quinazolinone (83.8%) . Chlorination 
(88.4%), followed by addn. of 1-methyl-lH-imidazole in the presence of 
BuLi and SiEt3Cl in THF, afforded the . alpha .-( l-methyl-lH-imidazol-5-yl ) - 
6-quinazolinemethanol . Cycloaddn. with NaN3 in DMF gave the 
tetrazolo [1, 5-a] quinazoline-7-methanol II (66%). I have potent farnesyl 
transferase inhibitory effect and are useful for inhibiting proliferative 
diseases and growth of tumors expressing an activated ras oncogene (no 
data) . 
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AB Title compds. I [wherein m and n = independently 0-5; q = 0-3; Y1Y2 = C:N, 
C:CR9, CHNR9, or CHCHR9; C9 = H, halo, CN, (cyclo) alkyl, hydroxyalkyl, 
alkoxy (alkyl) , aminoalkyl, (amino) alkenyl, (amino) alkynyl, halocarbonyl, 
hydroxycarbonyl, alkoxycarbonyl, aryl, (un) substituted amino or carbamoyl, 
etc.; Rl and R2 = independently azido, OH, halo, CN, N02, trihalomethyl , 
alkoxy, aryloxy, heterocyclyloxy, alkylthio, or (un) substituted 
(cyclo) alkyl, alkenyl, alkynyl, carbamoyl, amino,' sulfamoyl, etc.; or 2 
adjacent Rl = OCH20, OCH2CH20, OCH:CH, OCH2CH2, ■ OCH2CH2CH2, CH:CHCH:CH; R3 
= H, halo, CN, alkenyl, alkynyl, hydroxycarbonyl, alkoxycarbonyl, aryl, 
heterocyclyl, alkoxy, alkylthio, (un) substituted (cyclo) alkyl or amino, 
etc.; R4 = (un) substituted imidazolyl, triazolyl, or pyridyl; R5 = CN, OH, 
halo, alkenyl, alkynyl, hydroxycarbonyl, alkoxycarbonyl, or 
(un) substituted (cyclo) alkyl, alkoxy, amino, or carbamoyl, etc.; R6 = halo 
or (un) substituted (cyclo) alkyl , alkenyl, alkynyl, alkylthio, carboxy, 
carbamoyl, acyl (amino), etc.; R7 = O or S; or R6R7 = (un) substituted 
CH:CHN:, CH : NN : , CONHN : , N ; NN : , N : CHN : , CH:CHCH:, CH:NCH:, CONHCH:, 
N : NCH : , or CH2 (CH2 ) 0-1CH2N : ; or pharmaceutical^ acceptable salts, 
N-oxides, or stereochem. isomeric forms thereof] were prepd. For example, 
6-bromo-2-chloro-4- (3-chlorophenyl) quinoline (6-step prepn. given) was 
coupled with 4- (diethoxymethyl ) benzaldehyde in the presence of BuLi in THF 
to give the 6-quinolinemethanol (64%), which was treated with Mn02 in 
1,4-dioxane to afford the methanone . Methoxylation using MeONa in MeOH 
(74%), followed by addn. of 1-methyl-lH-imidazole in the presence of BULi 
and ClSiEt3 in THF, gave 4- (3-chlorophenyl) -. alpha .- [4- 

(diethoxymethyl ) phenyl] -2-methoxy- . alpha . - ( l-methyl-lH-imidazol-5-yl ) -6- 
quinolinemethanol (56%) . The latter was refluxed in HC1 for 24 h, cooled, 
poured out into H20, and stirred at room temp, for 1 h to afford the 
quinolinone II.bul.HCl (98%). I have potent farnesyl transferase 
inhibitory effect and are useful for inhibiting proliferative diseases and 
growth of tumors expressing an activated ras oncogene (no data) . 
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AB The present invention is concerned with combinations of a farnesyl 

transferase inhibitor and an HER2 antibody for inhibiting the growth of 
tumor cells and useful in the treatment of cancer. An example farnesyl 
transferase inhibitor is I. 
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AB The present invention is concerned with combinations of a farnesyl 
transferase inhibitor and an antitumor podophyllotoxin deriv. for 
inhibiting the growth of tumor cells and useful in the treatment of 
cancer. An example farnesyl transferase inhibitor is I and 
podophyllotoxin deriv. is etoposide. 
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AB The present invention is concerned with combinations of a farnesyl 

transferase inhibitor and a Vinca alkaloid for inhibiting the growth of 
tumor cells and useful in the treatment of cancer. An example farnesyl 
transferase inhibitor is I and alkaloid is vinblastine. 
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AB The present invention is concerned with combinations of a farnesyl 

transferase inhibitor and a camptothecin compd. for inhibiting the growth 
of tumor cells and useful in the treatment of cancer. An example farnesyl 
transferase inhibitor is I and example camptothecin compd. is topotecan. 
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AB The present invention relates to a method of treating mammalian tumors 
which comprises administering a single dose of a farnesyl protein 
transferase (FPT) inhibitor over a one to five day period. The invention 
also relates to an antitumor dosage regimen in which suppression of tumor 
growth is achieved by the administration of an FPT inhibitor over a one to 
five day period followed by at least two weeks without treatment. The 
transient one to five day exposure of mammalian tumors to an FPT inhibitor 
produces sustained antitumor effects. The inhibition of FPT by a FPT 
inhibitor under the method and regimen of the present invention produces 
lasting alterations in the malignant process which recover only very 
slowly. 
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AB This invention concerns the prepn., compns . contg. and use as a medicine 
of compds. (I), the pharmaceutically acceptable acid addn. salts and the 
stereochem. isomeric forms thereof, having farnesyl transferase and 
geranylgeranyl transferase inhibiting activity, wherein =X1-X2-X3- is a 
trivalent radical; >Y1-Y2- is a trivalent radical; m and n are each 
independently 0, 1, 2, 3, 4 or 5; p is 0, 1, 2 or 3 . Each Rl and R2 are 
independently hydroxy, halo, cyano, Cl-6alkyl, trihalomethyl , 
trihalomethoxy, C2-6alkenyl, Cl-6alkyloxy, hydroxyCl-6alkyloxy, 
Cl-6alkylthio, Cl-6alkyloxyCl-6alkyloxy, Cl-6alkyloxycarbonyl , 
aminoCl-6alkyloxy, mono- or di (Cl-6alkyl ) amino, mono- or 
di (Cl-6alkyl) aminoCl-6alkyloxy, aryl, arylCl-6alkyl, aryloxy or 
arylCl-6alkyloxy, hydroxycarbonyl , Cl-6alkyloxycarbonyl; or two Rl or R2 
on adjacent positions form together a bivalent radical. R3 is hydrogen, 
halo, Cl-6alkyl, cyano, haloCl-6alkyl, hydroxyCl-6alkyl, cyanoCl-6alkyl / 
aminoCl-6alkyl, Cl-6alkyloxyCl-6alkyl, Cl-6alkylthio-Cl-6alkyl, 
aminocarbonylCl-6alkyl, hydroxycarbonyl, hydroxycarbonylCl-6alkyl, 
Cl-6alkyloxycarbonylCl-6alkyl, Cl-6alkylcarbonylCl-6alkyl , 
Cl-6alkyloxycarbonyl, aryl, arylCl-6alkyloxyCl-6alkyl / mono- or 
di (Cl-6alkyl) aminoCl-6alkyl, or a radical of formula -O-R10, -S-R10 or 
-NR11R12, aryl is an optionally substituted Ph or naphthalenyl . R4 is an 
optionally substituted imidazolyl. Thus, (.+-.) -7- [( 4-f luorophenyl )( 1H- 
imidazol-l-yl)methyl] -5-phenylimidazo [1, 2-a] quinoline ethanedioate (2:3) 
was prepd. in three steps from (.+-.) -6- [ (4-f luorophenyl )( lH-imidazol-1- 
yUmethyl] -4-phenyl-2 (1H) -quinoline in 99%, 83% and 30% yields for the 
three steps of the prepn. 
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AB Farnesyl protein transferase inhibitors have radiosensitizing properti 
which makes them useful for prepg. a pharmaceutical compn. for 
administration before, during or after irradn. of a tumor for treating 
cancer in vivo . 
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AB Farnesyl protein transferase inhibitors are useful for prepg. a 

pharmaceutical compn. for treating arthropathies, e.g. rheumatoid 
arthritis, osteoarthritis, juvenile arthritis, and gout. 
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AB Erythromycin A I wherein n is an integer of 1 to 7, Rl is sulfonamide, R2 
is a hydrogen atom, an alkyl group or a cinnamyl group, R3 is ester, R4 is 
a hydrogen atom, or R3 and R4 together form an oxo group, and R5 and R6 
are each a hydrogen atom or an alkyl group, or a pharmaceutically 
acceptable salt thereof has a strong antibacterial activity against not 
only known erythromycin-sensitive bacteria but also erythromycin-resistant 
bacteria. Thus, 11- [2- (4-Nitrophenyl) sulf onvlaminoethyl ] -amino-ll-deoxy-3- 
O- (2-pyridyl) acetyl-5-0-desosaminyl-6-0-methylerythronolide A 11, 12-cyclic 
carbamate was prepd. and tested for its antibacterial activity (MICs = 
0.025-1.56 .mu.g/mL) . 
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AB Title compels. I and their 3 , 4-dihydro derivs . [X = O, S; R = H, halogen, 
CN, alkyl, alkoxycarbonyl, (un) substituted Ph; Rl, R2 = (un) substituted 
Ph; R3 = (un) substituted 4-imidazolyl ; R4 = H, (un) substituted alkyl, CN, 
(un) substituted C02H, imidazolyl, (un) substituted OH, SH, NH2; R5 = H, 
alkyl, alkoxy, halogen; R6 = H, alkyl; R7 = H, alkyl, aryl, aralkyl, 
quinolinylalkyl] were prepd. for use in inhibiting smooth muscle cell 
proliferation, e.g., in atherosclerosis or restenosis. Thus, the title 
compd. II was prepd. from 1- (N, N-dimethylsulf amoyl ) imidazole and the 
chlorobenzoylquinolinone in 5 steps. II had IC50 for inhibition of cell 
proliferation: A10 14, PASCM 24, CASCM 16 nM. 

MSTR 1 




G3 • = O 

G10 = (1-2) CH2 

G19 = O 

G20 = 159-11 160-156 161-157 
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159^161 

N — N 



G25 = Ph (SO (1-2) G26) 
G16+G17= 131-32 135-31 



DER 
MPL 
NTE 
STE 



or pharmaceutically acceptable acid or base addition salts 
claim 1 

substitution is restricted 
and stereoisomeric forms 



REFERENCE COUNT: 



THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L5 ANSWER 30 OF 33 MAR PAT COPYRIGHT 2003 ACS on STN 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



127:95280 MARPAT 

Preparation of farnesyl protein transf erase-inhibiting 
(imidazol-5-yl) methyl-2-quinolinone anticancer agents 
Venet, Marc Gaston; Angibaud, Patrick Rene; Muller, 
Philippe; Sanz, Gerard Charles 
Janssen Pharmaceutica N.V., Neth. 
PCT Int. Appl., 56 pp. 
CODEN: PIXXD2 
Patent 
English 
1 



KIND DATE 



APPLICATION NO. 



DATE 



WO 9721701 Al 

W: AL, AM, AU, BB, 

NZ, PL, RO, SK, 

RW: AT, BE, CH, DE, 

SE, BF, BJ, CF, 
AU 9672948 Al 
AU 711142 B2 
EP 865440 Al 
EP 865440 Bl 

R: AT, BE, CH, DE, 

SI, LT, LV, FI, 
JP 10511405 T2 
CN 1203598 A 
CN 1101392 B 
BR 9610745 A 
IL 123568 Al 
EE 3484 Bl 
EP 1162201 A2 

R: AT, BE, CH, DE, 

SI, LT, LV, FI, 
JP 3257559 B2 
AT 215541 E 
PL 184171 Bl 



19970619 

BG, BR, CA, 

US, VN 

DK, ES, FI, 

CG, CI, CM 
19970703 
19991007 
19980923 
20020403 

DK, ES, FR, 

RO 
19981104 
19981230 
20030212 
19990713 
20010808 
20010815 
20011212 

DK, ES, FR, 

RO 

20020218 
20020415 
20020930 



WO 1996-EP4515 
CN, CZ, EE, GE, HU, 

FR, GB, GR, IE, IT, 
AU 1996-72948 
EP 1996-934727 

GB, GR, IT, LI, LU, 

JP 1996-521638 
CN 1996-198750 

BR 1996-10745 
IL 1996-123568 
EE 1998-146 
EP 2001-202750 
GB, GR, IT, LI, LU, 

JP 1997-521638 
AT 1996-934727 
PL 1996-325962 



19961016 
IL, IS, JP, NO, 

LU, MC, NL, PT, 
19961016 
19961016 

NL, SE, PT, IE, 

19961016 
19961016 

19961016 
19961016 
19961016 
19961016 
NL, SE, PT, IE, 

19961016 
19961016 
19961016 



Page 69 



09/844, 646 



AP 


1108 


A 


20021002 


AP 


1998 


-1257 


19961016 




W: GM, GH, 


KE, LS, 


MW, SD, SZ, 


UG, ZW 






ES 


2175137 


T3 


20021116 


ES 


1996 


-934727 


19961016 


TW 


494101 


B 


20020711 


TW 


1996 


-85114832 


19961130 


ZA 


9610254 


A 


19980605 


ZA 


1996 


-10254 


19961205 


HR 


960576 


• Bl 


20020430 


HR 


1996 


-960576 


19961205 


NO 


9800927 


A 


19980608 


NO 


1998 


-927 


19980304 


US 


6037350 


A 


20000314 


US 


1998 


-84717 


19980526 


HK 


1012188 


Al 


20020726 


HK 


1998 


-113364 • 


19981215 


US 


6169096 


Bl 


20010102 


US 


1999 


-363353 


19990729 


us 


6420387 


Bl 


20020716 


US 


2000 


-689211 


20001012 


PRIORITY 


APPLN. INFO 






EP 


1995 


-203427 


19951208 










EP 


1996 


-934727 


19961016 










WO 


1996 


-EP4515 


19961016 










US 


1997 


-84717 


19970526 










US 


1999 


-363353 


19990729 



GI 



R3 r16 




CI II 



AB The title compels. [I; the dotted line represents an optional bond; X = O, 
S; Rl = H, (un) substituted alkyl, (un) substituted aryl, heterocyclylalkyl , 
etc.; R2, R3, R16 = H, hydroxy, halogen, cyano, alkyl, alkyloxy, 
hydroxyalkyloxy, etc.; R4 , R5 = H, halogen, (un) substituted aryl, 
(un) substituted alkyl, NH2, etc.; R6, R7 = H, halogen, cyano, alkyl, 
4 , 4-dimethyloxazolyl, etc.; R8 = H, alkyl, cyano, hydroxycarbonyl , 
alkyloxycarbonyl, etc.; R17 = H, halogen, cyano, alkyl, alkyloxycarbonyl, 
(un) substituted aryl; R18 = H, alkyl, alkyloxy, halogen; R19 = H, alkyl; 
etc.], which have farnesyl transf erase-inhibiting activity, useful for the 
treatment of cancers, are prepd. and I-contg. formulations presented. 
Thus, imidazole deriv. II (m.p. >250 . degree . ) was prepd. and demonstrated 
a IC50 against human farnesyl protein transferase of 6.0 nM. 
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Gil = (1-2) CH2 

G14 = Ph (SO (-2) G15) 

G23 = 126-125 128-133 130-132 




126 



DER: and pharmaceutically acceptable acid. or base addition salts 

MPL: claim 1 

NTE: also incorporates claim 14 

STE: and steroisomers 
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AB The invention concerns compels. I and their stereoisomers and 

pharmaceutical^ acceptable acid or base addn. salts [wherein dotted line 
= optional pi bond; X = 0, S; Rl-Rll = H, variety of substituents ; 
adjacent R2R3 may form a bivalent radical] . I are inhibitors of farnesyl 
protein transferase (FPT), and are thus useful as inhibitors of tumors, 
other malignant and benign proliferative diseases, and angiogenesis . For 
instance, 3, 4-dihydro-4-phenyl-2 ( 1H) -quinolinone was acylated by 
4-C1C6H4C02H and polyphosphoric acid. The resulting ketone was reduced to 
an ale. with NaBH4, and the ale. was treated with NaH and 
1, 1 1 -carbonylbis-lH-imidazole to give title compd. II. Selected I had 
IC50 values of 0.0034-3.2 .mu.M for inhibition of FPT in vitro. In a 
ras-transf ormed cell phenotype reversion assay, selected I had IC50 values 
as low as 53 nM. 

MSTR 1 



G13 




G3 = alkoxy 

G9 = 40 




40 



Gil 


= (1-2) CH2 


G14 


- Ph (SO (-2) G15) 


DER: 


and pharmaceutical^ acceptable acid or base addition salts 


MPL: 


claim 1 


NTE: 


also incorporates claim 12, structure XXVI 


STE: 


steroisomers 
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AB The title compels . I [L = 0, S, SO, S02; Rl = (un) substituted Ph, 

(un) substituted heterocyclyl, etc.; R2 = H, lower alkoxycarbonyl, Ph, PhS; 
R3 = H, halogen, (un) substituted alkyl, Ph, lower alkoxy, lower 
alkoxycarbonyl, CN, etc.; R4 = H or 1-3 substituents selected from 
halogen, CN, N02, NH2, etc.; m, n = 0, 1; when m = 0 then Rl can only be 
heterocyclyl and CHR2 can only be bonded to a ring N of Rl; when m = 0, n 
= 1 and L is 0, S, or SO, then R2-R4 = H; when m = 0, n = 1, L is S, R2, 
R4 = H and R3 = halogen; when m = 0, n = 1, and L is SO or S02 then R2 is 
lower alkoxycarbonyl and R3 = R4 = H while Rl .noteq. substituted Ph] , 
useful for the treatment of degenerative diseases (no. data), are prepd. 
Thus, 2-hydroxymethyl-4-chlorosaccharin was reacted with thionyl chloride, 
producing 2-chloromethyl-4-chlorosaccharin (II) . ' II demonstrated 
inhibition const, for human leukocyte elastase (rate of reactivation of 
enzyme to rate of inactivation of enzyme) of 0.5 nM and 26 nM for 
. alpha . -chymotrypsin . 
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MSTR 1A 




G12 = alkyl<(l-10)> (SR piperidino) / furyl / 

alkoxy< (1-10) > 
MPL: claim 1 

NTE: substitution is restricted 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. [I; X = (heteroatom group-contg . ) arylene, alkylene; Y = 

NHCOCMe:CH2, Ql, Q2, Q3, NH2, OH, halomethylcarbonyl, halo, NCO, NCS, CHO, 
C02H, SH, halocarbonyl, N3CO, imidazolylcarbonyl , etc.; XI, X2 = H, 
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(substituted) alkyl, aryl; R = H, ammonium, alkali metal, alk. earth 
metal; Rl = alkyl, CI, Br; n = 1-4], were prepd. Thus, phthalic anhydride 
was heated with diethylenetriamine in CHC13 to give 61% 
1, 7-diphthaloyldiethylenetriamine . This was refluxed with KOH and 
4-02NC6H2CH2Br to give 80% 4- (p-nitrobenzyl ) -1, 7- 

diphthaloyldiethylenetriamine . This was refluxed with 6N HC1 to give 67% 
4- (p-nitrobenzyl) diethylenetriamine, which was stirred with 
salicylaldehyde ' in EtOH to give 58% bis-Schiff base, which was converted 
to title compd. II in several steps. II showed a stability complex with 
Eu of infinity (no free Eu detectable) . 
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